 ,  w  e  h  a  v  e  u  s  e  d  m  e  t  a  -a  n  a  l  y  t  i  c  c  o  -e  x  p  r  e  s  s  i  o  n  a  n  a  l  y  s  i  s  i  n  l  a  r  g  e  s  c  a  l  e  h  u  m  a  n  g  e  n  e   86   e  x  p  r  e  s  s  i  o  n  d  a  t  a  s  e  t  s  t  o  i  d  e  n  t  i  f  y  m  o  d  u  l  e  s  o  f  c  o  -e  x  p  r  e  s  s  e  d  i  o  n  c  h  a  n  n  e  l  g  e  n  e  s  w  h  i  c  h  w  e  r  e  t  h  e  n  u  s  e  d  t  o  c  o  n  s  t  r  a  i  n  p  o  p  u  l  a  t  i  o  n  m  o  d  e  l  s  o  f  c  a  r  d  i  a  c  e  l  e  c  t  r  i  c  a  l  a  c  t  i  v  i  t  y  .  T  h  e  s  e  m  o  d  e  l  s  w  e  r C A C N A 1 C a n d K C N H 2 a r e h i g h l i g h t e d i n F i g u r e 1 B . 172 N e t w o r k c o n n e c t i v i t y f o r e a c h r h y t h m o n o m e g e n e w i t h i n t h e l o c a l r h y t h m o n o m e n e t w o r k ( y - a x i s ) v e r s u s i t s c o n n e c t i v i t y w i t h i n t h e w h o l e g e n o m e ( x - a x i s ) . A l l t h e r h y t h m o n o m e g e n e s a r e m o r e h i g h l y c o n n e c t e d w i t h i n t h e l o c a l n e t w o r k ( i . e . , a l l t h e p o i n t s l i e a b o v e t h e l i n e o f i d e n t i t y , p ~ 5 . 7 e - 1 4 ) . C A C N A 1 C i s h i g h l i g h t e d i n r e d a n d K C N H 2 i n b l u e . T h e v a s t m a j o r i t y o f t h e p u b l i c R N A - S e q d aG A T A - 4 , N K X 2 - 5 , M Y L 2 a n d M Y L 7 . F o r e x a mA . p l o t o f a l l m R N A s ( l o g a x i s ) f o r 1 0 h i P S C - C M l i n e s . N o t e t h aC A C N A 1 C a n d K C N H 2 m R N A e x p r e s s i o n i n b o t h 256 t h e p u b l i c R N A - S e q d a t a s e t s ( F i g u r e 1 ) a n d t h e h i P S C - C M d a t a s e t ( F i g u r e 2 ) w o u l d 257 c o n t r i b u t e t o r e d u c i n g t h e p o p u l a t i o n v a r i a b i l i t y i n A P D 9 0 v a l u e s .
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It is well established that the extent of repolarization prolongation seen in patients prescribed 332 drugs that block I Kr is highly variable and only a subset of patients exposed to drugs that block 333 I Kr (29), or with a mutation causing 50% loss of I Kr function (30) shows ±1 SD). The percentage of EADs in each quartile is shown as columns (see axis on right 410 side of graph). The corresponding plots for the population of cells with independent G Kr -G CaL 411 scalars are show in the Figure 6 figure supplement 1 a  c  c  e  s  s  d  a  t  a  b  a  s  e  s  ,  t  o  l  o  o  k  f  o  r  p  a  t  t  e  r  n  s  o  f  c  o  -e  x  p  r  e  s  s  e  d  g  e  n  e  s  t  h  a  t  m  i  g  h  t  h  e  l  p  d  e  c  i  p  h  e  r  t  h  e  507   c  o  n  t  r  o  l  o  f  c  a  r  d  i  a  c  e  l  e  c  t  r  i  c  a  l  a  c  t  i  v  i  t  y  .  T  h  e  m  o  s  t  i  m  p  o  r  t  a  n  t  p  a  i  r  o  f  c  o  -e  x  p  r  e  s  s  e  d  g  e  n 
